With some 30 000 dependent persons, opiate addiction consti- In the "first round", agreement was observed for 31 % of the 553 theoretical scenarios evaluated. The "second round" rating, following discussion of divergent ratings, resulted in a much higher agreement among panellists, reaching 53 % of the 537 scenarios. Frank disagreement was encountered for 7 % of all scenarios. Overall 49 % of the clinical situations (scenarios) presented were considered appropriate. The areas where at least 50 % of the situations were considered appropriate were "initial assessment of candidates for MMT", the "appropriate settings for initiation of MMT", the "appropriate settings for methadone supportive treatment" and "Appropriateness of other (non-methadone) substitution treatment". The area where there was the least consensus on appropriateness concerned "appropriateness of withdrawal from MMT" (6 %). methadone maintenance treatment for opiate addicts. In the next step, the results of the expert panel process must now be combined with those of the Swiss and international literature reviews and the survey of current attitudes and practices in Switzerland, to be synthesized into formal practice guidelines. Such guidelines should be disseminated to all concerned, promoted, used and rigorously evaluated for compliance and outcome.
Summary
With some 30 000 dependent persons, opiate addiction consti- The present report documents the process and summarises the results of the latter element above.
The RAND appropriateness method (RAM) was used to distil from literature-based evidence and systematically formulated expert opinion, areas where consensus exist on the appropriateness (or inappropriateness) of methadone maintenance treatment (MMT) and areas where disagreement or uncertainty persist and which should be further pursued.
The major areas which were addressed by this report are In the "first round", agreement was observed for 31 % of the 553 theoretical scenarios evaluated. The "second round" rating, following discussion of divergent ratings, resulted in a much higher agreement among panellists, reaching 53 % of the 537 scenarios. Frank disagreement was encountered for 7 % of all scenarios. Overall 49 % of the clinical situations (scenarios) presented were considered appropriate. The areas where at least 50 % of the situations were considered appropriate were "initial assessment of candidates for MMT", the "appropriate settings for initiation of MMT", the "appropriate settings for methadone supportive treatment" and "Appropriateness of other (non-methadone) substitution treatment". The area where there was the least consensus on appropriateness concerned "appropriateness of withdrawal from MMT" (6 %).
The report discusses the implications and limitations of the panel results and provides recommendations for the dissemination, application, and future use of the criteria for the appropriateness of MMT.
The RAND Appropriateness Method proved to be an accepted and appreciated method to assess the appropriateness of
Background and purpose
Importance of the problem and current issues 1 In Switzerland, opiate addiction constitutes a major public health problem. Some 30000 persons are dependent on hard drugs, mainly heroin. Such addiction carries with it increased risk of infection from HIV and hepatitis. Yearly, some 100 intravenous drug users die from AIDS and another 200 die from other causes, mainly drug overdose. In the countries of the European Union, some 1 to 1.5 million people are dependent on illicit opiates, mainly heroin. Addiction poses serious physical, psychological and social risks to those suffering from it and to others. One of the main aspects that induces these risks is the fact that, when people become more dependent on heroin, they need it more frequently and they need a larger dose. Their lives change into a constant quest for drugs and for money to buy them. Physical dependence becomes a way of life. One way of helping addicts reduce the unhealthy aspects of their addiction is substitution treatment, i.e., by prescribing a substitute drug for the illicit opiate. Since its introduction as a substitution drug in the 1960s methadone is the most popular substitution drug. It is estimated that 90% of opiate substitution treatment in European Union countries consists of methadone substitution treatment. In Switzerland some 18 000 persons are treated with methadone. The presumed advantages of substitution treatment are: ∑ more hygienic administration of drugs; ∑ care provider contact with the addict; the possibility for starting psychosocial treatments to handle other problems related to heroin addiction, such as psychosocial and legal problems, but also addiction to other drugs (e. g., cocaine); ∑ a possibility for the addict to stabilise his/her life, as substitution drugs are administered on a less frequent and more systematic basis; ∑ lower mortality.
Although methadone is the most established drug for substitution treatment, it is still under continuous discussion. This discussion focuses, among other things, on adequate dosing, the efficacy of methadone as a substitution drug, the role of additional psychosocial treatments and the optimal duration of methadone maintenance treatment.
The present project
The Swiss Federal Office of Public Health (FOPH) has been a leading protagonist in the prevention and treatment of opiate addiction and in research on effective means of containing the epidemic of opiate addiction and its consequences. As milestones on that path are the successive "methadone reports" published by the FOPH since the 1980s. The project described in this paper is part of a major project of the Substance Abuse Section of the FOPH, aimed at updating recommendations for the appropriateness of substitution treatment for opiate addiction, in particular for the prescription of methadone. Since the last updated "Methadone report" in 1995, the nature of drug dependency has evolved, as have the system of health care and its handling of drug dependencies. It was felt that the updated recommendations needed to reflect those changes. Updating the recommendations for the appropriateness of substitution treatment for opiate addiction, in particular for the prescription of methadone, was framed into a multi-component project involving the following elements: ∑ A survey of current attitudes and practices in Switzerland related to opiate substitution treatment ∑ Review of Swiss literature on methadone substitution treatment ∑ Review of international literature on methadone substitution treatment ∑ National Methadone Substitution Conference ∑ Multidisciplinary expert panel to evaluate the appropriateness of substitution treatment This report describes the last element and presents the results of a Swiss multidisciplinary -multi-professional panel aimed at evaluating the appropriateness of substitution treatment for opiate addiction for the various situations and patients -or clients -encompassing the most frequent situations encountered in Switzerland. Primarily, methadone maintenance treatment was examined. The panel method used, known as the RAND appropriateness method Park et al. 1986; Brook 1994; Fitch et al. 2001 Review of Swiss literature on methadone substitution treatment (Rehm et al. 2001) The review of Swiss literature since 1995 examined methadone maintenance treatment (MMT) in Switzerland, with particular interest for its effectiveness and its role in the overall picture of opiate dependency and how it is managed in different clinical settings: general practitioners, low threshold institutions, psychiatric clinics, acute-care hospitals, prisons. The review indicates that although the results of most studies favour methadone substitution treatment, they are generally plagued by problematic methodological pitfalls, in particular, lack of an adequate control group. The report describes how studies in Switzerland have defined the indication for MMT, which dosage schedules they use, insisting that studies which use higher doses appear to have better success rates than those with lower dosage schedules. In this context, it also emphasises the advances in pharmacokinetic testing to target individual substitution needs. The review examines what combinations of preventive and therapeutic regimens are being used in Switzerland as adjuncts to methadone substitution, as well as the problems arising from these regimens, in particular drug interactions. The report concludes with a recommendation for far more rigorous design and implementation of studies from Switzerland. It also calls from a re-examination of dosage schedules (in particular in relation to individual differences in methadone metabolism), consideration of the role of psychiatric comorbidities, better access to social services, a more solid foundation for the indications for substitution (and with which substance) as well as its distinction from abstinencetargeted therapy, and finally, for more high quality studies on effectiveness and cost effectiveness on the system level (rather than on individual components of the treatment of opiate dependents).
Review of international literature on methadone substitution treatment (Van Beusekom & Iguchi 2001)
The international literature review looked at guidelines for methadone maintenance treatment from 17 different countries, examining such elements as criteria for admission into the programme; initial, maximal and allowable take-home doses; the use of injectable methadone and the healthcare personnel that administer the treatment. It further examines important advances that have been reported in the international (non-Swiss) literature in the last five years, in particular concerning the pharmacokinetics of methadone and the confirmation of the effectiveness of MMT that has been demonstrated in several studies, in particular studies indicating the effectiveness of higher doses of methadone than have been reported in previous studies. Individual chapters are devoted to needs of special populations: people with HIV infection or tuberculosis, polydrug users and pregnant addicts; to psychosocial treatment and other motivational interventions; and to recommendations for guideline development, summarised according to the main phases of methadone treatment, as they were examined by the panel itself, that is, initiation, maintenance and cessation of MMT.
National Methadone Substitution Conference (www.nasuko2001.ch)
To inform a broad range of protagonists in the treatment of opiate addiction, encourage participation from a wide range of stake-holders and foster buy-in for future recommendations on substitution treatment, the FOPH convened a national conference in November 2001. In addition to the presentation of results of the other major phases of the overall project described above, workshops allowed participants to exchange information and experience on such themes as adapting treatment to motivational staging, methadone treatment in a residential setting, psychiatric co-morbidities, dosage schedules, multiple drug abuse (in particular cocaine, alcohol and benzodiazepine) and treatment objectives and planning.
Intended readership and purpose
The present report is intended for all those involved in the treatment of opiate dependent patients, to provide them with an overview of how a multidisciplinary expert panel, using a validated and standardised consensus decision process, considered various aspects of this important problem for today's society. Because of the detailed nature of the clinical questions examined, not all aspects and not all the nuances could be examined in the expert panel process. Therefore, in order to get a more complete picture of current state of the art treatment, the present report should be read in the context of the full reports concerning the other parts of this project and with reference to the detailed annexes. Supplementation with further commentary may be required before widely applicable practice guidelines can be formulated. The authors feel, however, that, in itself, the report constitutes a fundamental contribution to guiding future practice and improving the care of opiate dependent patients.
Method
To arrive at detailed criteria for the appropriateness of different aspects of methadone substitution treatment, the authors applied the RAND appropriateness method (RAM). This section presents an overview of the different steps involved in the RAM, as applied in this project. Briefly, based on an extensive literature review and the consultation of experts, a list of indications and a selection of treatment options for methadone maintenance treatment was prepared. Members of the expert panel were provided with this list of indications, the literature reviews and the other elements of the project. Following an initial and individual rating, the panel met to discuss the results of their first round of ratings. The indications were modified when needed and a second round of ratings took place during the panel meeting. The second round of ratings led to a list of indications for methadone maintenance treatment that were categorised as: appropriate, uncertain or inappropriate. These detailed indications can be used prospectively by a physician interested to examine the opinion of the panel expert for a particular patient case. A synthesis of the results has been prepared for this report.
The successive steps mentioned above are presented below in more detail.
Literature review
A detailed literature review was performed to synthesise the latest available scientific evidence on the methadone maintenance treatment, as indicated in the background section (Rehm et al. 2001; Van Beusekom & Iguchi 2001) .
Compose list of indications and selection of treatment options
Based upon the Swiss and international literature reviews, initial contact with experts and the results of the survey of current attitudes and practices in Switzerland, factors that contribute to the appropriateness of initiation, maintenance and cessation of substitution treatment for opiate addiction were identified during a 2-day retreat in March 2001. Further participants were two recognised national experts in substance abuse, two methodologists and a member of the FOPH. The above mentioned factors were expanded into an extended list of indications ("mini-scenarios" describing patient and setting characteristics) which differ from each other according to those factors. The factors that were taken into consideration had to be restricted in such a manner that a feasible number of indications (scenarios) was examined. Based on earlier experience, it was anticipated that the number of indications would be between 500 and 1 500 in number. Following the March meeting, the criteria were further refined, in response to on-going feedback from the experts in the panel. The scenarios were finally produced in the form of a matrix, which categorised opiate addicts or therapeutic situations in terms of various personal, environmental, and social characteristics (symptoms, past history, co-morbidities, etc).
Situations evaluated
The following Table ( Tab. 1) shows the major categories of clinical situations (scenarios) that were evaluated by the panel. The numbering in front of each category will be used to present panel results in the "Results" section of this report and refers to the chapters of the detailed report of the full ratings of appropriateness that is available as an Annex (App. 4) to this paper.
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Recruitment of experts
A multidisciplinary panel of experts was recruited from relevant disciplines to participate in the assessment of the appropriateness of opiate substitution treatment for all clinical scenarios identified. Explicit efforts were made to find representation from among different disciplines -medical, paramedical and social, and to arrive at a mix of academia and grass roots practitioners, in-patient and out-patient care, and to include representatives of the three major language areas of Switzerland. For this panel, diversity of opinion was sought. Because the aim was to have panel composition represent the state-of-the-art level of thinking about substitution of opiate addiction in Switzerland, it was decided that all of the panellists would be Swiss residents. 15 persons were finally recruited to participate in the expert panel. An initial meeting of the panel of experts took place in June 2001 to introduce them to their tasks and to obtain input on the indication structure, definitions and literature reviews. For various reasons, after initial recruitment, four panel members were not able to participate in the entire rating process. The final composition of the expert panel is found in the acknowledgement section at the end of this report as well as in Appendix 1, available at [http://www.bag. admin.ch/sucht/publikationen/d/publikationen.htm#Thera-pieHR].
First round evaluation of appropriateness
The literature review and the list of indications were provided to the experts who were asked to individually rate the appropriateness of using substitution treatment for each indication on a nine-point scale, ranging from extremely inappropriate (= 1) to extremely appropriate (= 9) for the patient described in the indication (see below). For each scenario, the panel members assessed the benefit-risk ratio for the "typical patient in Switzerland receiving care delivered by the typical care provider in the typical care-giver setting." A total of 553 clinical scenarios, involving nine different categories, were evaluated in the first round by the expert panellists. On average the panellists invested about four hours evaluating the clinical scenarios (range 1.5 -6 hours).
The two literature reviews prepared by the Institut für Suchtforschung (ISF) (Rehm et al. 2001 ) and RAND Europe (Van Beusekom & Iguchi 2001) were generally considered complete and unbiased by all panellists. Panellists invested, on average, about nine hours to the study of the literature reviews (range 3 -16 hours). They considered the reviews to be generally informative and indicated that they played a role in their evaluation of the appropriateness of various treatments in the first-round rating.
Intermediate discussion with experts
Following the receipt of this first round of ratings, individual discussions were conducted with the panellists to answer questions from the first round experience and prepare suggested modifications to the scenarios and definitions, to be considered at the panel meeting. During these interviews it became evident that changes were needed to the clinical scenarios in order to make them more clinically relevant.
National Substitution Conference (NaSuKo)
As a modification of the traditional approach to RAM panels, a description of the process and summary results of the first round ratings were presented as part of a National Substitution Conference (NaSuKo). In particular, areas of clear agreement and disagreement were demonstrated so as to encourage comments from a wide range of stake-holders, foster buy-in for the areas of agreement among protagonists present at the conference and create awareness of disagreement where it exists.
Appropriateness panel meeting
The panellists then were convened in November 2001 for a two-day meeting under the leadership of two experienced moderators, one experienced in the appropriateness method, the other a leading expert in the field of treatment of substance abuse. The aim was to intensively review and discuss the scenarios. 11 panellists participated in the two rounds of rating.
Panellists were given feedback from the first round rating, showing their own ratings in relation to the distribution of other panellists' ratings for all scenarios. The discussion focused on the indications and treatments where there was disagreement among the panellists during the first round and
Soz.-Präventivmed. 48 Suppl 1 ( 2003) S1 -S14 © Birkhäuser Verlag, Basel, 2003 panellists were given the opportunity to modify the original list of indications and/or definitions. The final number of scenarios evaluated at the meeting was 537. After discussing each major category of the list of indications, they re-rated each indication individually. These second round ratings were used to identify the panel's determination of the appropriateness or inappropriateness of substitution treatment for each indication (for the precise operational and statistical definition of "appropriateness" see below). The tworound process focused on detecting consensus among the panel members. No attempt was made to force the panel to consensus.
Analysis of panel results
Following the panel meeting, the second round ratings were analysed, to distil areas of consensus concerning the appropriateness of substitution treatment, areas of consensus concerning the inappropriateness of such treatment and areas where no consensus exists and which might be considered as needing further rigorous evaluation.
Defining appropriateness
Following the standard procedure for the RAM, and using the scheme presented in Figure 1 , each scenario was classified as "appropriate", "uncertain" or "inappropriate", based on the panel median rating (1 -3 = inappropriate; 4 -6 = uncertain; 7 -9 = appropriate) and the degree of intra-panel disagreement (i. e., all indications where there was disagreement were classified as "uncertain", irrespective of the panel median score). Disagreement was considered to be present when, at least three of the 11 ratings fell in the 1 -3 region and at least three in the 7 -9 point region; agreement was present when no more than 3 ratings fell outside the 3-point category (1 -3; 4 -6; 7 -9) containing the median; all other cases formed an intermediate or indeterminate category.
Results of panel

Agreement
Summary results: The RAND appropriateness method does not force consensus. It is, however, particularly well designed to detect and quantify agreement (and disagreement) where and when it exists. The first step in the process of analysis of the panel results was to look at the level of agreement among the panellists. Table 2 gives a summary of agreement for all 537 scenarios evaluated by the experts. It is presented by level of median rating of appropriateness and is organised in a similar fashion to the scheme for defining appropriateness in Figure 1 of the previous section.
Effect of multi-disciplinary discussion on agreement: An actual comparison between the first round rating, and the second round rating of appropriateness is difficult to perform because the content of the scenarios rated is not exactly the same between the two rounds. However, the impact of the panellists' interaction with other specialists can at least partially be analysed by looking at the differential agreement between the two rounds: the first round rating was done at home without any interaction and the second round was done following extensive discussion of the scenarios, the definitions, and the appropriateness of the different scenarios. In the first round, agreement was found for 31 % of the 553 theoretical scenarios. The second round rating, following discussion of divergent ratings, resulted in a much higher agreement among panellists, reaching 53 % of the 537 scenarios. Further discussion of agreement can be found in the next section with reference to the appropriateness of different treatment scenarios. Complete analyses of agreement and disagreement can be found in the statistical Annex (App. 5), available at [http://www.bag.admin.ch/sucht/publikationen/ d/publikationen.htm#TherapieHR].
Appropriateness
The full ratings of the appropriateness of various aspects of methadone substitution treatment (537 scenarios) are Table 3 shows percentage of agreement and appropriateness categories for the major groupings of scenarios. As can be seen, the areas where there was clear-cut agreement for at least 50 % of the scenarios were "elements of initial assessment", the "appropriate settings for initiation of MMT (general cases)", the "appropriate settings for methadone supportive treatment", and "appropriateness of co-treatments and accompanying measures". Of particular interest is the 50 % of the scenarios concerning withdrawal of MMT, where the panel results were neither appropriate nor inappropriate. In addition, since exact definitions were agreed upon for all terms used in the clinical scenarios, it is also important to refer to them (App. 2, at the same site), as they may be somewhat different from the common usage of some of the terms.
Summary statements from evaluations of appropriateness
Initial assessment of candidates for MMT
The following elements can be considered indicated (appropriate) for the initial assessment of patients for whom MMT is being considered. They are presented here in no specific order. 
Initiation of MMT: general guidelines
The initiation of long-term MMT for opiate dependency was first examined in terms of general cases, considering the presence or absence of poly-substance abuse or dependency and the nature and severity of such poly-substance abuse.
The main question that the experts considered was: "Where is the appropriate place to treat the patient identified in the different clinical scenarios?" The clinical settings considered were: ∑ Primary or non-specialist care, without liaison to specialised resources, ∑ primary or non-specialist care, with liaison to specialised resources, ∑ specialised centre
Primary or non-specialist care, without liaison to specialised resources:
The panel results indicate that it is appropriate to treat uncomplicated cases or those with predominantly somatic co-morbidities in this setting (i. e., patients without poly-substance abuse or dependency, without symptomatic psychiatric co-morbidities and without social co-morbidities), provided there is no poly-substance abuse or if such poly-substance abuse concerns alcohol, cannabis or sedatives and is not out of control. In presence of symptomatic psychiatric co-morbidities, the panel results indicate that it is almost always inappropriate to initiate treatment in the primary care setting without liaison to specialised resources. Similarly the presence of polysubstance abuse that is out of control is a counter-indication to initiating MMT in this clinical setting.
Primary or non-specialist care, with liaison to specialised resources:
The panel results indicate that the cases which are appropriate to treat in the absence of liaison to specialised resources (above) are at least equally as appropriate to treat with liaison to specialised resources. In addition, cases complicated by social or psychiatric co-morbidities and those involving poly-substance abuse with alcohol or cannabis or sedatives are appropriately treated in this setting. The initiation of MMT was never clearly inappropriate for this setting, though there was considerable uncertainty for the more complicated cases.
Specialised centre: The initiation of MMT was generally appropriate for all cases, with the exception of uncomplicated cases without poly-substance abuse. For the more complicated cases, this was the only setting which was always clearly appropriate for the initiation of MMT.
Initiation of MMT: specific cases
Initiation of MMT during pregnancy: The panel results indicate that initiation of MMT in such cases is inappropriate, unless there is at least liaison to specialised resources. Where complications of pregnancy exist, it is preferable for treatment to be initiated only by a specialised centre. Initiation of MMT for minors: For youth over 16, initiation of treatment can be done in the primary care setting with liaison to specialised resources. For persons under 16 it is only clearly appropriate to initiate MMT in a specialised centre. For the case of persons under 14, the panel felt it was clearly inappropriate to initiate such treatment other than in the specialised centre and even there the panel was clearly in disagreement about appropriateness of initiating MMT in such cases (five members voted 1, five members voted 9, one member voted 5). Risk professions: For people working in professions where other people's lives depend on them, the panel disagreed about the initiation of MMT without recourse to specialised resources, but felt it was appropriate to do so in the settings where such resources were available, either on-site or in liaison. Incarceration of known heroin addict: It would be appropriate for any of the considered settings to initiate MMT for such patients.
Initiation of supportive methadone treatment: (special/emergency situations) Emergency hospitalisation of an opiate dependant person:
The panel results indicate that it is appropriate to initiate supportive methadone treatment by any of the proposed levels of care in case of emergency hospitalisation of an opiate dependant person. Run-away minor: There was uncertainty about the appropriateness of such treatment for run-away minors at the level of primary or non-specialist care, without liaison to specialised resources. On the other hand such treatment could be appropriately initiated by primary or non-specialist care, with liaison to specialised resources or in specialised centres.
Release from incarceration of known drug misuser:
There was disagreement about the appropriateness of such treatment for known drug misusers upon release from incarceration being undertaken by primary or non-specialist care, without liaison to specialised resources. On the other
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Minors:
The initiation of (emergency) methadone treatment for youth less than 18 years old was not considered appropriate in the setting of primary or non-specialist care, without liaison to specialised resources. In the special case of youth less than 14 years old, the panel results indicate that it is only appropriate to initiate such care in a specialised centre.
Co-treatments for long-term MMT or accompanying measures (in addition to standard non-pharmacological support)
This chapter examined the appropriateness of various cotreatments as a function of the co-morbidity profile of the patient as well as the phase of treatment.
Reinforced psychiatric treatment:
The panel results indicate that, in the absence of symptomatic psychiatric co-morbidities, it is inappropriate to prescribe reinforced psychiatric treatment for most of the phases of treatment examined. There was, however, disagreement about situations of crisis or in presence of social co-morbidities during the withdrawal phase.
On the other hand, in the presence of symptomatic psychiatric co-morbidities, it is always appropriate to prescribe reinforced psychiatric treatment for all of the phases of treatment examined. This was the area of the panel results where there was the greatest consensus.
Reinforced social support:
The panel results indicate that, in the absence of social co-morbidities, it is inappropriate (or, at best uncertain) to prescribe reinforced social support for most of the phases of treatment examined. The major exception to this was during a crisis in the presence of concomitant psychiatric co-morbidities. On the other hand, in the presence of social co-morbidities, it is always appropriate to prescribe reinforced social support for all of the phases of treatment examined.
Other measures: The panel results indicate urinary control of unauthorised substance use (either for motivational reasons or for forensic reasons) can be considered appropriate, throughout most phases of treatment, with the exception of during the post-cure phase when there was uncertainty about the appropriateness of such measures. There was also disagreement among the experts concerning forensic control during the long-term maintenance phase. Other control measures were either of uncertain appropriateness (saliva analysis) or clearly inappropriate (hair and/or blood analysis).
The panel felt that methadone distribution via the pharmacy was clearly appropriate during the maintenance phase, but either inappropriate (initial or crisis phase) or questionable (withdrawal phase) during other phases (see also related item in chapter 8, below).
Dosage schedules and pharmacokinetic testing
Results of the panel indicate that appropriate treatment generally involves an initial daily dosage of 20 -30 mg/day, to be incremented in a rapid phase by 5 -10 mg/day during 5-10 days. Following this, a slower incremental increase of 5-15 mg/week may be appropriate, the aim being to achieve disappearance of withdrawal signs or adequate methadonemia levels. Because of varying addiction severity and inherent variations in methadone metabolism will be encountered, a certain amount of flexibility is required here.
The panel disagreed about whether the "appearance of signs of excessive dosage" was an appropriate criterion for attaining maintenance level dosage. However, the panel clearly considered that it was medically inappropriate to set a maximum on the daily dosage. The panel indicated that it is inappropriate to apply pharmacokinetic testing to all patients. Appropriate indications would be when there are doubts about the adequacy of increasing dosage or before introducing a split dosage schedule. The panel results showed uncertainty about the appropriateness of general testing for all patients at or above 120 mg/d. On the other hand, this latter situation was considered an appropriate indication for simple methadonemia.
Appropriate indications for cessation of MMT
This chapter examined the appropriateness of indications for terminating MMT, considering different scenarios related to the length of time since problems with unauthorized substances, the social and personal situation of the patient and the existence of credible projects for mid-term post-cure follow-up. ∑ The only clearly appropriate indication for terminating treatment, according to the panel results, would be when both patient and therapist agree to the termination, when the patient has had no problems with unauthorised substances for at least six months, when social and personal (including health) situation of the patient has improved and stabilised and treatment objectives have been attained. ∑ Conversely, the panel indicated that it would be inappropriate to terminate MMT if the social and personal (including health) situation of the patient has not improved and treatment objectives have not been attained. ∑ All other intermediate situations are either inappropriate or uncertain, with inappropriateness increasing as the patient situation resembles more the second situation above.
Miscellaneous questions related to MMT Maximum allowable daily take-home doses:
The panel results suggest that six days would be the maximum allowable take home dose. Extremes of proposed alternatives (i. e., two or 14 days) were considered inappropriate.
Maximum allowable weekly holiday doses:
The panel results suggest the quantity of methadone necessary for three weeks of treatment would be the maximum allowable holiday dose. Proposals for shorter periods manifested considerable disagreement among the experts. Setting the maximum limit of one gram of methadone (however long that would last) was considered inappropriate. The discussion about this point centred around the fact that some people require much higher doses and that if three weeks is considered the maximum allowable holiday dosage to be provided, one gram might not go very far towards those three weeks. Minimum waiting time before transferring distribution to pharmacy: There was disagreement among panel members about such a minimum (see related result in chapter 5 above), however the proposal that received the highest median vote was the proposition that there should not be a minimum waiting time.
Counter indications to MMT:
The panel results on these questions showed considerable disagreement. This may be related to the double negative aspect of the question: "Is it appropriate to consider [____] as a counter indication to MMT?". Though this potential confusion was specifically pointed out during the panel meeting and before panellists voted on the appropriateness of the indications related to this, it cannot be excluded that confusion may have prevailed.
Non-methadone substitution for opiate dependency
It should be noted here that non-methadone substitution was not treated in sufficient detail to allow the development of precise guidelines for these alternative treatments to opiate dependency. Bruprenorphine: The panel identified the following indications as appropriate for bruprenorphine: ∑ Hesitation between initiation of MMT or target of short term abstinence ∑ Treatment of methadone withdrawal syndrome ∑ Gastrointestinal intolerance to methadone
The panel was undecided about the appropriateness of bruprenorphine in younger (< 20 years old) patients. Heroin: The panel results indicate that "failure of MMT" is an appropriate indication for heroin substitution. Naltrexone: The panel results indicate that it is appropriate to consider naltrexone for assistance in attaining abstinence.
Panellists' assessment and acceptance of the method
To evaluate the experts' opinion concerning the application of the RAM to the specific question of methadone maintenance treatment, they were asked to complete an evaluation questionnaire following the panel session. On a scale ranging from 1 (low) to 5 (high), the panellists estimated the validity and the utility of the method at a mean score of 4.1 and 4.4 respectively. The quality of the discussion was evaluated at a mean of 4.5 and the experts' own satisfaction in participating as a member of the panel was rated at 4.4. The full evaluation of the expert panel is included in Appendix 6, available at [http://www.bag.admin.ch/sucht/publikationen/d/publikationen.htm#TherapieHR].
Discussion
The RAND appropriateness method proved to be an accepted and appreciated method to assess the appropriateness of methadone maintenance treatment for opiate addicts. Experts generated new insights into the treatment of opiate addiction, in particular concerning areas where consensus exists, where it is absent and where uncertainty prevails. These insights can be considered as based on both the clinical expertise of the panellists and information from the scientific literature. In examining the potential treatments for the condition under consideration, the RAM was able to identify situations when treatments are inappropriate (that is, the risks outweigh the benefits) or appropriate (that is, the benefits outweigh the risks) and where there is uncertainty or disagreement. It would seem important to make some remarks with respect to the interpretation of the panel results and in explanation of the method itself.
Why the RAM?
In the world of health care, the determination of correct treatment should ideally be based upon randomised clinical trials, rigorously testing one alternative against another. Unfortunately, this is not possible for the vast majority of health care provided and the same is also true in the field of treatment for substance abuse, as is evident from the conclusions of the review of Swiss and international literature on the subject (Rehm et al. 2001; Van Beusekom & Iguchi 2001) . However, the absence of solid evidence on the effectiveness or appropriateness of treatment does not free the care-giver or the policy maker from the often difficult choice of deciding what treatments to give or not to give, to allow or not to allow, to reimburse or not to reimburse. The RAM is certainly among the most studied of all methods of guidelines development and has been described as "the most respected approach to defining appropriate care" (Naylor 1998) . For these reasons and because it is a validated method of providing reliable recommendations of appropriate care, even in the absence of other solid scientific evidence, it was chosen for this project.
Panel composition
The appropriateness of MMT was evaluated by a multidisciplinary panel of well-known and recognised Swiss experts in the field of addiction therapy. Although the panel was selected with care, the composition of the panel may influence the results of the evaluation. However, previous studies in which different panels of diverse composition rated the appropriateness of a similar medical procedure have shown that the effect of panel composition on the panel results is limited (Fraser et al. 1994; Bernstein et al. 1993; Vader et al. 1997) . We feel therefore that it is not unreasonable to assume that the panel results generally reflect the opinions of Swiss addiction experts, both their agreement and their disagreement. The panel itself felt that the process used was capable of leading to valid guidelines for the appropriate use of MMT.
Theoretical patients
The clinical scenarios described in the indication matrices are composed of relevant patient characteristics, but do not represent actual patients. The panel members thus rated the appropriateness of a specific treatment for a theoretical patient. In practice, even for the cases where there was complete agreement among the panel members, there might be reasons to deviate from the recommendation of the expert panel, as a patient might have specific characteristics which beg for a different treatment strategy than the one recommended by the panel. In addition, the weight of these theoretical scenarios must be put into perspective of the frequency of actual cases. It is here that the use of the criteria, either prospectively to improve the appropriateness of care for addicted patients, or retrospectively to evaluate care that has been provided, will be most indispensable in determining the proportion of care that is actually appropriate.
Need for other sources of information
The RAM provides insight into the appropriateness of specific treatment options for specific sets of patients, but does not generate information on the most appropriate ways of dealing with patients from a legal or societal perspective. Therefore, the results and recommendations of this study should be put into the wider perspective of the legal and societal framework in which they are to be applied. It would also be important to supplement them with information on the frequency of actual use of various treatment options and with information from the scientific literature. Similarly, cost of MMT and other treatment options have not been examined explicitly by the panel.
Appropriateness and necessity
The RAM as applied here looked at the appropriateness of methadone maintenance treatment. The definition of appropriateness implies that to be appropriate, the expected health benefits (of the treatment) must outweigh the potential risks by a sufficiently wide margin that the treatment is worth doing. The fact that a treatment is appropriate does not mean that it is necessary or crucial, i. e., that it must be proposed by the care-giver or provided by the health care system.
Alternative treatments
By the same token, the results presented here do not say anything (except for the few scenarios addressing specific questions) about the appropriateness of other, alternative treatments. In fact, two treatments may be equally appropriate or, even if a treatment has been rated by the panel as appropriate, it may also be equally appropriate to prescribe no treatment.
An international perspective
The originality of the RAND method makes it difficult to compare results stemming from the Swiss panel with recommendations and guidelines developed with other methods. However, the review of international literature and guidelines (Van Beusekom & Iguchi 2001) , should be considered as an integral part of the RAM. Generally, it can be said that previously developed guidelines are heterogeneous, going from a general framework as in the Euromethwork (Verster & Buning 2000) to very detailed and extensive guidelines such as those developed in the UK (Department of Health 2000) , and encompassing more restrictive prescriptions, in particular on dosage such as the US guidelines (NIH Consensus Development Panel 1997). Obviously, the political culture is crucial to the formulation of guidelines and scientific evidence or expert advice does not always predominate. Nonetheless, taking into consideration methodological and cultural limitations, we can observe both convergence and divergence in comparison with other guidelines. Elements of convergence concern the more general aspects: initiation of maintenance treatment, accompanying measures for complex cases and scenarios for which criteria for stopping treatment reached consensus. Recommended vacation doses and the proposals for substitution in prison as well as the general principles on substitution with other substances are further areas which echo guidelines found elsewhere. Concerning dosage schedules, recommended practice varies greatly among the countries studied in the international literature review (Van Beusekom & Iguchi 2001) . Not many countries state a minimum starting dose and those that do, have a higher starting dose than the one recommended by the panel. For example: Belgium 30 mg/day, UK 10 -40 mg/day, US 40 mg/day. Most guidelines agree with the panel that a maximum dose would not be appropriate, although, Denmark, Finland, Germany, the UK and the US do set maximum doses. Elements of divergence concern aspects of substitution treatment which are peculiar to a country open to programmes with a low threshold access, such as Switzerland, even though such low threshold access includes rigorous entry criteria. As an example, we can mention the differential recommendations for urine analysis between "forensic" and "motivational" check. Another specific aspect of the RAND method concerns the considerations on "level of care". Treatment environment is a novel way of approaching guidelines that is not frequently encountered in previously published studies or recommendations. Exceptions would be the French guidelines which allow buprenorphine prescription by the general practitioner (non-specialised without liaison) and limit methadone to specialised treatment centres, and the fact that methadone substitution is simply not available for the general practitioner in the USA. On the other hand, the recommendations developed here indicate what the primary care provider can or cannot do without reference to specialised resources, compared to what can be expected of him in a network arrangement with access to specialised resources. In the international literature, no country has gone into as much detail as the 537 scenarios proposed in the RAND method used here. This is most notable for situation of psychiatric co-morbidity, poly-substance abuse or the situations of young minors.
Recommendations
Based on the results of the panel and the processes leading up to it, the following recommendations are put forth as steps that will lead to improved care for those suffering from opiate addiction.
Facilitated access to user-friendly appropriateness criteria
The results of a RAM panel can be used in different ways, both retrospectively and prospectively. Retrospective use of the panel results includes comparing the results of the panel with actual patient data and determining to which extent those patients were treated appropriately, according to the expert panel. Such an approach may be important in evaluating global progress towards more appropriate care, but has the disadvantage, for the individual patient, that treatment assessed has already been implemented. Such assessments are also of little or no value to the care-giver whose treatment has been assessed, post hoc. In addition, retrospective evaluation of the appropriateness of care often suffers greatly from absence of sufficient and valid information required to assess appropriateness of care. 1. Nonetheless, it is recommended that, to allow assessment of appropriateness of care, using the criteria developed in this project, a minimal information and appropriateness dataset be created, disseminated, promoted and used by all involved in methadone substitution treatment. Such a minimal dataset should include the elements and details used to elaborate the patient scenarios evaluated by the experts. Synergy should be assured with a parallel project (methadone statistics) to create just such a minimal data set for all patients being treated for opiate dependence. 2. It is recommended that, as a follow-up to the present project, systematic use of such a database be combined with systematic collection of a minimal outcome dataset to allow follow-up of patient outcome in relation to the proposed criteria for appropriate care. Of prime importance is the collection of complete and high-quality data on treatments, their appropriateness and patient outcomes. If this systematic follow-up for all patients is unfeasible, a more limited cohort study could be planned, providing the same standards of full, complete and high-quality data collection.
The results of the RAM panel can also be used prospectively to develop clinical practice guidelines. Clinical practice guidelines are "systematically developed statements to assist practitioner and patient decisions about appropriate health care, i. e., decision aids for best practice". Clinical guidelines can take different forms; they can be documented in written form, but they can also take the form of a computer algorithm or a web-based information system. In the latter cases, care-givers can enter the patient characteristics into the computer and check whether the expert panel rated the chosen treatment as appropriate, uncertain, or inappropriate for a specific patient. In the present case with the multitude of scenarios the panel evaluated for methadone substitution treatment, an electronic version of the appropriateness criteria would be particularly well suited to the needs of having them readily available for consultation.
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The advantage of the prospective use of appropriateness criteria is that, 1) it helps the care-giver and patient make a decision on the appropriate treatment before that treatment is undertaken, rather than after the fact, and, 2) it promotes the documentation in the medical record of information related to the appropriateness of care, in case retrospective evaluation is later envisioned or applied. 3. It is therefore recommended that, as a follow-up to the present project, clinical guidelines in electronic or paper form be made generally available to both care-givers and patients to assist in the prospective choice of appropriate treatment, bearing in mind that clinical guidelines are meant to support and not to replace the decision making process of caregivers and that there may well be valid reasons to deviate from treatment suggested by the clinical practice guidelines.
Implementation of practice guidelines
The mere development and distribution of clinical practice and treatment guidelines is not enough to guarantee their utilisation. Special interventions should be carried out to foster the actual utilisation of guidelines in practice. These may include, for instance: academic detailing (i. e., face-toface, or small group interventions with targeted physicians or other health care professionals), educational material, reminders, feedback, interventions by opinion leaders. Combinations of various effective interventions to implement guidelines, including presentation of the guidelines at various events have, in the past, been shown to be more effective than single interventions. 4. It is recommended that a guidelines implementation strategy and programme be developed, financed and pursued.
Research priorities
For many treatment options, there was significant agreement on the appropriateness of the option: the panel either agreed that a specific approach was appropriate or inappropriate. However, a fairly substantial percentage of the ratings were uncertain. In these situations, research projects should be conducted in order to determine which approaches lead to the most desirable outcomes. Nevertheless, as it is impossible to subsidise research on all these treatments at the same time, priorities need to be set on which topics should be studied first. The panel ratings indicating considerable disagreement or uncertainty might be used to help target research to clarify those controversial or uncertain issues. For example, the panel results suggest the question of when (and if) it is appropriate to begin withdrawal of MMT is fraught with uncertainty, with the panel results indicating that for 50 % of the scenarios withdrawal was neither appropriate nor inappropriate. This might be an ideal subject for rigorous clinical trials. 5. It is recommended that all actors involved in treatment of substance abuse consider fostering and funding highquality clinical studies to gradually, but systematically, clarify the many outstanding questions related to the appropriate care of opiate addicts. The notion of "high quality, valid studies" is particularly important in this field where much research is of questionable quality and adds little to our knowledge base, as was emphasised in the conclusions of the two literature reviews.
Updating panel results
As new studies on the effectiveness of MMT appear in the scientific literature, it is very important that the results of the expert panel are updated when developments in clinical research give reason to do so. To do this, however, it would be necessary to set up a "literature watch" which would scan the literature on the topic and flag areas where new publications from the literature might suggest the need to reconsider the panel's assessment of appropriateness for one or the other of the treatment approaches. This is particularly important to insure that any guidelines derived from the present project are kept up-to-date and not allowed to become obsolete. If the latter case were to occur, the effect would be counterproductive, i.e., it would promote inappropriate care rather than appropriate care. 6. It is recommended that the Federal Office of Public Health consider an on-going programme, either internally or externally, to monitor the state of scientific literature and its possible impact on the conclusions and criteria stemming from this project. 7. It is recommended that, no later than 2006, the criteria for the appropriateness of MMT be fully re-evaluated.
Supplement appropriateness criteria with other evidence
Since the RAM panel was one part of a larger overall project, 8. It is recommended that, in a synthetic report, results of the panel be compared and supplemented with information on the frequency of actual use of various treatment options and with information from the scientific literature.
International collaboration
Given the societal importance of opiate abuse, the amount of resources needed to develop and maintain state-ofthe-art guidelines and the need for exchanging experience with others, some of the recommendations presented here could best be advantageously developed in collaboration
